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- Interested persons may, on or before
-Ochober 7, 1974, file with the Hearing
Clerk, Food and Drug Administration,
R, 4-85, 5600 Fishers Lane, Rockville,
MD 20852, written comments (preferably
in quintuplicate) regarding this pro-
posal, Comments may be-accompanied
by a memorandum or brief in support
thereof. Received coinments may be seen
in the above office during working hours,
Monday through Friday.

Dated: July 19, 1974,

- San D, FINE,
- Associate Commissioner
. For Compliance.

[FR Doc.’fl—l'mﬁl: Filed 8-5-74;8:45 am]

[21 CFR Part 135]

AﬁTiBXOTlG, NITROFURAN, AND SULFON-
. AMIDE DRUGS IN THE FEED OF ANIMALS

. Notice of Proposed Rule Making

An order was published in the Fsn-
ERAY, RecrsTer of Aprfl 20, 1973 (38 ¥R
9811), and amended in the FEperaL REG~
1sTER -of September 5, 1973 (38 FR
23942), regarding. § 135.109, Aniibiotic,
nitrofuran, and sulfonamide drugs in the
feed of animals (21 CFR 135.109), The
regulation was promulgated and amend-
ed following publication of notices of pro-
posed rule making in the ¥Feoerar Reg-
asTir of February 1, 1972 (37 FR 2444,
and April 20, 1973 (88 FR 9830).

The regulation provides thaf the Com-
missigner of Food and Drugs will pro-
pose to revoke currently approved sube-
thergpeutic (ncreased rate of gain, dis~
ease prevention, efe.) uses of antibiotic,
nitrofuran, and sulfonamide drugs in

animal feeds by no later thand 2 years

following the effective dates of the or-

- ders, unless' data are submitted which
resolve conclusively. issues which have

" been raised concerning the safety of
such products to man and animals and
their effectiveness under specific criteria
established by the Food and Drug Ad-
ministration based on the guidelines in-
cluded in the report of the FDA Task
Force on Antiblotics in Animal Feeds. Of
particular concern are those usages
which provide for administration of anti-
bacterisl drugs-over an extended pexiod
of time <(approximately 14 days or
longer). . .

Section 135.109 requires that all per-
sons or firms previously marketing iden~
tical, related, or similar products fiot the
subject of approved new animal drug
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applcations, shall have .submitted for

each such product a new animml drug

applcation (NADA) by July 19, 1873, or,

in the case of nitrofuran drugs, by De-

cember 4, 1978, if marketing is to con-

tinue dwring the Interim, Persons or

firms wishing to support the continued

approval of such antibiotic, nitrofuran,

and sulfonamide drugs shall submit,

under the provisions of section 512(1) of

the act, thelollowing:’

1. By July 18, 1973, records and re-

parts of completeqd, ongolng, or planned

studies, includipg protocols, on the tet-.
racyclines, streptomycln, dihydrostrep

tomyein, peniclilin, and the sulfona-
mides, and for all other antiblotic drugs,
by Qctoher 17, 1973; and for nifrofuran
drugs by March 4, 1974,

2. By April 20, 1974, data from com-~
pleted studies on the tetracyclines, strep-
tomycin, dibydrostreptomycin, penicile
lin and the sulfonamides assessing the
effect_of the subtherapeutic use of the
drug in feed on the salmonells reservolr
3n the target animal as compared to that
in nonmedicated controls. Fallure to
complete the salmonella studies for any
of these drugs by that time will be
grou:iis for proceeding to withdraw ap-
prov

8. By Aprll 20, 1975, data satisfying

.21l other specified criteria for safety and

effectiveness, Including the effect on the
salmonella reservolr, for any antiblatis
or sulfonamide drugs and by Septem-
ber 5, 1975, for the nitrofuran drugs, ap~
proved for subtherapeutic vse in animal
feeds. Drug efficacy data shall be sum-
mitted for each individual or combing-
tion antibacterial drug product subject
to §135.109 and nob reviewed by the
NAS/NRC | Veterinary Drug Efficacy
Study Group.

4, Progress reports on studles under.
waylevery January 1 and July 1 until
completion,

In resppnse to § 135.109, the Commis-
sloner has recelved satisfactory submis-
slons from & number of producers of drug
premizes as well as from seversl uc-
ert: of intermediate premixes. In edi-
ate premixes are essentially drug pre~
mixes Qiluted to a lesser drug concen~
tration. The production snd distribution
in interstate commerce of an intermedi-
ate premix which contains a new anfmal
drug require an approved application
pursuant to section-512(h) of the act.
‘These applications fulfill the safety and
efficacy data requirements through au-
thorized reference to data contained in
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the approved NADA covering the drug
premix from which the intermediate pre~
mix is manufactured. It is conservatively
estimated that there are over 10,000 in-
termediate premizes produced in the
United States. As promulgated, the pro-
visions of § 135.108 could be interpreted
to require submissions from all inferme-
premix manufacturers regarding
the products they produce.

The Commissioner has concluded that,
fo avold nunnecessary duplication,
§ 135.109 should be amended to provide
that at this time producers of intermedi-
afe premixes need not submit an ¥ADA
and ddta required umder this section for
the interim marketing of any intermedi-
ate premix produced solely from a premix
that {5 in complisnce with this section,
if the infermediate premix conizins no
drug Ingredient whose use in or on ani-~
mal feed requires an approved applica~
tion pursuant to section 512(m) of the
act and/or where & specific premix has
been approved by regulation in 21 CFR
Part 135e as of the date specified in
§ 135.109(b) (1). Upon completion of the
studies required by this section, a deter-
mingtion will be made regarding the need
for applications for such products to pro-
vide for thelr continued use.,

The Commissioner has also concluded
that § 135,109 should be amended to list
the manufactuvers of antibacterial pre-
mixes who have satisfactorily responded
to § 135,109 along with the corresponding
premixzes and combination drug products
whose continued interim marketing and -
use will be permitted on the basis of their
compliance with this section. Revocation
of all other productssubject to this sec~
tion 1s proposed elsewhere in this issue
of the Froerat, REGISTER. .

The clalms provided below are on the
basis of citrrent use and may be subject
to change based upon an evaluation of
efficacy data by the National Academy of -
Selences/Natlonal Research Council,
Drug Efficacy Study Group or submitted
In response to § 135.109.

Therefore, pursuant to provisions of
the Federal Food, Drug, and Cesmetic
Act (secs. 512, T01(a), 53 Stat. 1055, 62
Stat, 343-351; (21 U.S.C. 360D, 371(a)))
and under the authority delegated to the
‘Commissioner (21 CFR 2.120), it is pro~
posed that § 135.109 be amended by re-
vising parazraph (8) and by adding a
new paragraph (g) to read as follows:

§135.103 Antibiotic; nitrofnran,” and
sulfonomide drugs in the feed of
animals,

(2) The Commissioner of Food and
Drugs will propose to revoke currenfly
approved subtherapeutic (ncreased rate
of gain, disease prevention, etc.) uses in
animal feed of antiblotic and sulfona-
mide drugs whether granted by approval
of new animal drug applications, master
files and/or antiblotic or foed additive
regulations, by no later than April 20,
1875, or the nitrofuran drugs by no later
than September 5, 1875, unless data are
submitted which resolve conclusively the
Issues concerning thelr safety to manand
animeals and their effectiveness under
specific criferia established by the Food
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and Drug Administration based on the
puldelines Incinded in the report of the
FDA, task force on the use of antiblotics

in animal feeds. ANl persons or firms
previously marketing identicsl, related,
or similar products except the nitrofuran
drugs not the subject of an approved new
animal drug applcation must submit s
new animal drug application by July 19,
1973, or by December 4, 1973, in the case
of nitrofuran drugs, if marketing. is to
continue during the Interim. Wéw animal

PROPOSED RULES

drug entifles with antibacterial activity

not previously marketed, now pending

approval or submitted for approval prior

1o, on, or following the effective date of

this pubncation. shall satisfy such cri-~
teris prior to approval.

L £ % ]

-3
* {g) The submission of applications
and data requived by paragraphs (a) and
(b) of this section is not required for
fhe confinued menufacture of any inter-
mediate premix which is produced solely
from & premix that is in complance with

the requirements of this section: Pro-
vided, That the intermediate premix conte
tains no drug ingredient whose use in or
on animal feed reguires an approved ap-
plication pursuant to section 512(m) or
the act and/or where the premix i3 ap«
proved by regulation in Part 136e of this
chapter,

(1) The following antibacterial drug
premixes manufactured by the deslit«
nated sponsors are eligible for intorim
marketing based on their complinnce
with the requirements of thiy section:

Drug sponsor szpmlx
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A‘hbntt Labomtoﬂcs-.............. Emnmmycm_.-.......... Chickens, tnrkoys, and § 121.292 of this chapitTe.a... §121.202 of this chapler,
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Hm and Olu Rachells Ly
Ine., and Vi FPromiters of
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Prtncl Gramspor  Combined with~  Grams per Limitations Iddications for use
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diseaso and timo of stresy; as an ald I madetali
ing ongd !mprovlng hatelnbliily whero birds
P R are suffering from stresy, expoure, moving,
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. tality duo to asytel mo)euumuwpm-ln o n-
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Do. comyein base do, Do,
Phizer, Mg, and Vitamin Pre- Oxvtcmcycllnn Swine T Asan u!d igatho provont(on or Dacterhl ontecltis
salxers of 6maha. (scours), baby pirt dlarrlica {in baby ples only).
. vibrionly dysontery, bloody dgsrutery aml
<nlmonel!m (ecro or nccrouo ontntlua).
Do. Neomyeln base, do. 35~1402/toN v crncnvan nesame
Do. Oxytotracycline . do. 50160 G/0Nu vunsmmnnreranne AS DO ald in thomnlntonauco of welgh f:ulnu el
~ R feed consumption {u the presence of atroplide
- rl!lxgcgsé As anald du tho troutiout of bacterdal
ent
Do, Neomyein base. do. 70-140gjton
Plizer, Inc Oxytetracyeline. Laolves S0gjton....... Cwan . Aiz on ald in the provention of hac terlat enterftle
sCou
Do. Neomyein bgse, do. : 3140 g/ e e wasnn-e
Do, Oxytemcyo“m o, 100 BN ae e cavacmevmmnaen -~ As(, au ak)l in tho trcatment of bavteriul cuteritls
Do, Ncom}-cm base 3o, 0240 G0N e v nwnnnn 1
Do. Oxytelracyeling, do. s-x}“o?kzxzzgr reronsmmcd Ai unuult)! n thie proy rrtion of hafertal dintrliva
Do Neomyein base, do. loo-zoomg.gm mcnstitutcd . Do,
« mili replacer.
Do. Oxytelracyeline do. 401;12‘% mgfgal reconstituted o,
. re
Do Neontyein base, do. Wmnngsal reconstituted Do,

I‘hnco Prodttes 00 cmmncmerenn Lfv losln and sulfamethazine. Swine.
4]

'ho UpJobn COmmurvrumnncnonnce

and ¢ bate,
Lineomycin and buquine- do

camd)lrclu amprolium, ChlckensS. .mcueiummacenaeann

Peo.
Do. Lincomycin and elopIdol.. cceeneallOn cmeve e renarannsoven
Do Llnteomyctn and decoquin- do -
Po. Lincomycin and zoalene, do
Do Lincomyein, ampr olmm, do.
eﬂ\ombate, and Snitro-
4-h; dmxyphenylarson!c
Do, 1L yein andmi 1 .do
Do. .o s Tincomyeln an ‘robenidine do. =
hydmehlorido.
Do Lincomyclu, and do.
/ &mtm-ddxyd:oxyphenyl-
- arsonfc acld.

51 thr...

55 13&.49 nnd 121.2 0ol this

§§ 13&.49 ‘and 135,34 ol this

§8 135{:.49 and 1350.46 of this
chapter.

§§ 1350.49 and 1350.51 of this
chapter,

§ 1350.49 and 121.207 of this

chapter,
1] 1&5&49 121210, and 131.~
262 of this chapter.

gﬁ 135049 and 121200,
§§ 1300.49 and 135034,
8§ 136040 and 1350.40.
§§ 136049 aud 13001,
§§ 135049 and 121207,
§8 1350.49, 121210, and 120202

§§ 1335e. t«) and 135¢. 50 of this §§ 1350.49 and 135050,
§§.185@ 49 and 1350.60 of this §§ 135049 and 135060,

ter,
5 135%.49. 13%¢.50, and 121.-
262 of thig clmnter.

§§ 1350.40, 133¢.50, and 121.262%
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PROPOSED RULES

28397

Principal
ingredient

émms_pa Combined withe Gmﬁpa‘

Limlictinns

* Indirallons far u

Muck, Shaxpe&:bohme Rwearch ‘Procaine penlellin..cecmwes C!:lctnns 808 UKD R ncree 24T RO e e vemmeranacnns § uwmmav) of this chapters

~. 'o Streptomyeln.... .o rmTi s, s, ao =5 120378 00 enserrvarevenn D .
35 T T B 22 P&”e%’r:; penicnlm_ e Clitkcns w%f:;u..mo o
J): g gm?!nsl penteiiiin Eﬁgg 3’ 7!:{5:{( u‘;::............. im’n)mmn of thischaptes:
3 = --«-rmma""’penlemm’" % T d5 L\ Aaa—— su.zmm»mmumnw
- Do. B == Btreptomyein. ... Ao SUTTa0 G0N renacsmsmosen
Do, BT e iaae S T0CAING Ponteiliin o, 1515 alt
PO, rman . Streplomycin o, 25375 fto!
D0z o e oo e ~A ¥SANIG 2030 do. 45-&09}10:!..... Do,
3 ISy > == Nicarbazin,....... Chilekons B QL] e MRS )
e v Moot el 3 - memmm_ auaaommm
oL JER S ST ———n -
DO &z s Bacibracln ‘mefhylens s ~onnedo) +Hgien, Do. picE
* salleyhte.
To e Wicarbazl " do, 001092 pevectilesneeaeeee Do
Do i :Badh-aﬁnwmethyluuo 17— T 459gfton. Do. .
Do, 3-; n:yw Grrgptnioe- .00 Q00005 PrCenterseaeee Do
;r)‘n . s: 0.2.;3 gﬁnpmt..........._ Ba.
0 e e & U ensvwsovnsonprens .
Do Nlhn-i—:gagmxypbenym- do. 000550003 paeentroe. Do
Do, = sesmussennnrsene CHICENS 000 HUKOFE oesuen 00125-0.025 NOreentoenvne.. §121.210 0f this cha,
Do _opmem m Banfhncln mnthylen dai- do. 4-59¢glton ¢ Do. this chaptez.
R“ e oo - Etho Ch!ﬂa-m %ﬁl.ﬁ%m..mnt....m ll’)a.
[ Wrm o Tl e o) = pabate....... % LD v e wn. g
Do : Bacitroeln mothylens di- .....do..........-..».........!-. 1, SN Do.
DO ST T L) {10. 0.4123-0.525 D e mennene §§ 121210000 171,552 0L this
Do-mrmmmm Eﬂsonabntn go OO0 et 1131 chapters
Do ndmctg. Tethyiens  dde do +-03 giton, Do,
Doomommmmmmmrin 3 3-mm-&hydro:yx:hunﬁnr— JURURK; |, NORROURRNIVIVURPMPROIN (- <X 11 0 m:c"nb.......... Da.
PO s - Ampmuum.-.-.......__.__. Chllckens and tarkoySeecun... 0.0.!-0.&25.-......._......... 121210 ¢f thls chapler.
Posmmnr v s Procaing peolelliin a0, ¥ i'mcltou.....~-....... & 0, ey
D0 e e e mprolium___, Chlckens 0038025 DAL mcennoneme ﬁu...mandm.zm: this chaplers
Do s Procaing 4o, “wlc.wn...w..........
DO = T s - 3.£qmm4.gw YAroXypREAYIIL o eewellemsovmevesemvorcennese OIS EIEE e ommeenvmmnsan Da.
D - Ambroim, : o, o $1=4210 ol thischopter.
R Bl i v -
0. ST o {J R,
DO % = Ampro Ao D2 0ARE POANY e §iu~10nud121.2u.o!thbch:ptcz:
;gn PO, gﬂmpa%.émfn N go %gfgml«m ga.
Dot oo - rocaing o, <X Wesarsm oo smemsmetoma
L e—tr— ;Wag?mmyl- do. QOEEIY.005 PROCH ey Da. -
)
rﬁm Tng, o e e Penlelllin__ e cmclmmnnd 200 0y SN X ] (:Mn.................. msmeum: chaplers
e s . Btreptomyeln... 1635 gten,
Pz Penlell Swmn a-'.'s::unn no.
P TR Streptomyain 1650
Eoﬂ:&ann-m Roche, IMCwemvmrnne gulmu’ ethoxino ch!glienm nu.&.. el thisetiapier ... § X&I;.Eu ¢l this chapter.
S L rmetoprim 0
Po IS wxugig-gé%'mmyx- T3 4 Do
PO e e = Sulfadimethoxine, Turkoyy. $ 13:9.:5 aud §18%0L50 tln §13%0.25 and §1350.86 of thiz chaplers .
])n . e Onnetoprim e do : ki Do. .
R pronmmla 1 Da.
Dow chemlcal Clemnzs e G ckens...........-...-..... 00125 preent.. § 121,207 of tbls chapler.
DO SR T Bg!umﬁx‘x& methyleno di- do, LI LN e nerenmnmsenmnina D0
e a2 db, . Q0125 PRAeifilen vammonamemnns Da.
Do, - &Niuﬁ-hy%‘mxyphmyl- wormelllnrevsnoarsrsvssnannne BOEF P comnmncomananen Da.
Do. 2o Bac!éma!:!nn methyleno dis coveelOirmermracarensensoonere $ LGN evreesrermrennrane D
LY " Zostene A02eeran 00133 porecat. Do.
DO e s Zing bacitracin, dn Do,
Do = Zoaleno, nquwc*nt............... Da,
0. - &Nlm-i-hg.dmxyphenylnz- .....do 0,035 perecnt. Da.
" e - - . do 45 giten Do.
Do. sz Zoalenn, G, lﬂjmni Do.
-~ Doz PenicHlin_ o, T O o,
DOt S Zoalens. 09&'25 pereent vDa.
Do 3~Niglo+bydroxypheny}ax- .....dn.....-..-............. 0.903 PN eeeeecsosssnnes  Doe
[ . - e, 2420 BllO0 e cuceresnsnrnsene 10,
e — i B, £
Doz oz oz <
e —— Bosltracla motlyleas I : 420 gdton . Do.
Do s 20alend, do. Q0123 poreehib.ceeneevensans Da.
Do oo :- Arcanilic acld » do, ‘ 0.01 SO, Do.
Do_s-emrem =iz Penlodllin do %&%%-«-««--—«m g&
PP s o Zoalesy ) A A [ S
%Z PRSP - 7YY utracln methyicne dise do. 4-Agiton Do.
alieyla
Zoalen ERCIS 30, 001 PLrcLtt e cnsnmoccacrese DO,
B Featolllia : do. 2.4-58 gfion. Do
Do__x=_. - Zoalena, do. .01 PLIcobe e vvememegorana Da.
Do, 8- Nlt:’o -:&!gdmxyphenyl- do. - 0.007 Preeitenesrecrorsoreas Da.
Do.= == Penieliin do, 2.4 gfton Do.
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28398 PROPOSED RULES
Drug sponsor : Drug ingredient Bpecies | . Use lovels Indieations for uss
Zoalene,. d . D
17:: = Mﬁc acid d: Dg:
Da. Bnel&,mghtt met dl- do Do.
ate,
Do, Zo%e% 0. 0.0125 pereent..coaceeneencen Do.
Do. Axsanilic acld. 0. .08 POTOCNY. e s Zrnrevccorsnn Do.
Do, Penleillin 0. 2450 Efl00userrocoranmanoene DO
Do. Zaalene. - 0. 0.003-0.0123 pereent.cmesnemr Do.
Do Bgacintmcla mothyleno  di- 0. 4+50giton Do. -
Do, do. 0004-0.0123 percesiteceenanas Hoz
Do. S—Nﬂro-ﬂ%dxoxyphenyla de. 0.005 1 Do,
Deo. I?,a‘g!t!mc,lni methylens  dt- ~..-do. 230 glton Da.
ate
Norwich Phormaeo! Couennecrnnne rumzoudone Swine. 0.022 perecnt 1200 u[ton)...-. Proventfon of bactetfol entesitls (ueerotle m«r
itls, ncéro) and vibrionio {bioody) dysenis
growth promotton wlxl!o on medication vlu«n
fed In 18 nnd growing tutions
to baby (P ﬁs and growlng swine for © weeks,
tho mointenanco of welght rolns
?}‘x‘l?ﬁ%cd consumpiion In presciice of altaplily
Oxyictracyeline da. §0-160 Iton..-...........
]];2 - Fx‘n\:éw Jdono do. Qi1 p oot A0 GILOn).ceen chvcntlon of baoter!ézl enfertls (nm'oﬂn ctbesde
necxo and o (b dysontery
- prowth promotion umio on mfdlcaunn wheh
~ fcd n pxestarters:i starters and growiny ratlons
o ' oxstet sine o -100 grtan pigs ond growlug suine for b wicks,
0, X, racychin (111
Do Aré;llillc?cltl do. 0.003-0.01 DELCENL..crmmmeneen AS rm ald fn tho mu!ntmun-‘o of mIth solng
B ot oo
romnot{on and feerd eilfelency,
. F lidd Chlekgns oud trkeys. covuen agn;%o 2 perccut (100-200 § Mm of thig clm;?h-r. ey
Do Bncltmclgll methylens dis o....do.... 4-50 g/ton Do.
0. .
1o, Zie ggeitmelu.. Jo. do. zae: Do,
0, Procaine pouldnm do. P T Do,
Jgn Zlgﬂ t%mzn 0t Cm%kcm %11 S%wcent aw citon)...... 3 121.&;7 of this chopter,
0, rocaino 0 0.
Do, Nl‘l): dmz%e do. .11 gercont (Ington)......... Do,
S cm"“ammm“m‘“ % 0.1 parcent G B cor:  Dor ‘
0, 2 mwanam e
Do, Bac{vmin motbyleno djealic- do 4-50 gfton. e Do, -
Po. Zx}'m hacitracln. do do. Hinesed Do,

Interested persons may, on or before
October 7, 1974, file with the Hearing
Clerk, Food and Drug Administration,
Rm, 4-65, 65800 Fishers Lane, Rockville,
MD 20852, written comments (prefer-~
ably in qumtuplicate) regarding this pro~

posal. Comments may be accompanied Dated: July 19, 1974,

by s memorandum or brief in support . Sart D, Fs,
thereof, Recelved comments may be seen Associate Commissioner
in the above office during working hours, Jor Compllance.

Monday through Friday.

{FR Doc.74~17222 Filed 8-5-T74;8:45 am}
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